KPATKA XAPAKTEPHCTHAKA HA MPOAYKTA



1. HME HA IEKAPCTBEHHMA IPOAYKT

Amannep 10 mg punMupanu TabneTkn
Alzancer 10 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CLCTAB

Besika  gunmupasa TaGmerka chaepka 10mg godeneswnos xuapoxnopuz (donepezil hydrochloride),
eKBHBANeHTeH Ha 9,12 mg soHenesun (donepezil).
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3. JIEKAPCTBEHA ®OFMA  OGOTOEHE N s foewrms )
Onnmupana Tabnerka

Benn, Kpbravn ABORHOMIMEKHANH GHIMHPAHY TaONETKH ¢ AMAMETHP NPHOTHIHTEAHO 9 mm.

4. KJIAHW'ITHHA JAHHHU
4.1 TepanesTHYHR NOKA3AARA

Amaniiep TablleTxH ca IOKA3aHK 32 CHMNTOMATUYHO NIEYEHHE HA JISKH JI0 CPEIHOTEIKKH (POPMHU HA ZEMEHLA
Ha Amxalimep.

4.2 HO03HpPOBKA ¥ HAYHHA Ha UPAIOKEHHE

O3UPOBKA
Buvspacmuu/nayuenmu 6 cmapuecxa ev3pacm:

JleuenneTo ce 3anodsa ¢ 103a OT 5 mg/IeH (eAMOKPATHO AHEBHO No3MpaHe). Ho3aTa or 5 mg/AeH TpadBa Aa ce
Npuara HaH-Manko | Mecell IpeM fa MOXKeE A C& HalpaBy Hali-PAHHA OIEHKA 33 OBIHABAHETO OT JIEYEHHETO
H 33 fa ¢¢ JOCTHIHAT PABHOBOCHHM KOHLCHTPALMKN Ha NOHENEe3wioB Xuapoxnopua. Clel KaTo ce HAnpapu
KIHHHYHA OlieHa Ha eHOMECEYHOTO NteveHHe ¢ 103a 5 mg/AeH, N03aTa Ha AJrsasliep MoxKe Ja ce nosuwu a0 10
mg/AeH (eAHOKPATHO ZIHEBHO Ao3upane). MakcHManHaTa npenopsauTenta Ao3a e 10 mg/nes. Ipunoxennero
Ha Jo3HM Hall 10 mg/aen He e H3cIexBaHO B KIMHIYHN NPOYYBaHMA.

Jledennero Tpabea na 6sae 2an0uHaTO H HpOBEXAAHO OT JIEKAP ¢ ONHT B AHATHOCTHKATA H JICYCHHETO HA
ACMEHLUA Ha AnixaliMep. Jluarnosara TpaGea aa 614¢ nocTapeHa CHINACHO OBIMONPHETHTE NPUHLAINK (nanp.
DMS IV, ICD 10). Tepanusta ¢ foHemesnn TpAGEa Aa 3aI04HE CAMO B clry4aii, ye € ocHrypeH GonHornenay,
KOHTO PefIoBHO A Cle NPHEMA Ha JIeKapeTBOTO. [ToAXEpKamIOTo leYekHe MOMKe 13 MPONBIEKH A0TOraBa,
JOKATO MMa TepalleBTHYHa T3 3a HonHM.

Ero 3al0 € He0GX0MMO /1a Ce NPaBH NePHOIAYHA NPEOLIEHKA HA KTHHHUHAA eeKT OT IeYeHHeTO C
nonene3wt. TpabGra na ce 0GMHMCIM NPEKLCBAHE Ha TEPANUATA, KOTATO BEYE HE CA HAMLE AAHHH 34
TEPaNeBTHYCH edeKT. HHIMRIAYATHOTO NORNMABAHE OT IEYSHUETO ¢ NOHENe3W He MOKE A8 Gbae
NIPOTHO3HPAHO,

Ilpn nipexscBane Ha iedeHHeTo ce HabIoNaBa OCTENEHHO U3Ye3BaHe Ha 6naronpusTHuTe ehexTr HA
AnzaHuep.,

Hleduampuuna nonyaayusn
JloHene3HT He ce NpenopLYBa 3a IpWUIarase MPH /LA M fOHOMIA Ha BB3PAcT Mok 18



Ilayuenmu c 6x6peuno u ueprodpobro yepexcoane:
INMozoGHa cxema Ha n03MpaHe MoXKe Aa ObJe NPUIOKeHa NpH naiuesT ¢ 6uOpetHo yBpeKaaHe, 3aIl0TO TOBA
CBCTOSIHHE HE [TOB/THABA KTHPBHCA Ha JOHETE3HIOR XHAPOXIIOPHA.

Tlopany BE3MOKHOCTTA 33 HADACTRAHE HA KOHIICHTPAIMNTE Ha AJ3aHIlep MPH NEKO A0 CPEHO TEKKO
4epHROAPOOHO YBpekaHe (BX. TOUKa 5.2.) MOBMINABAHETO HA 103aTa TPAGBA Aa cTaBa B 3aBUCHMOCT OT
HWHAMBHAYATHATA MOHOCUMOCT. HaAMa nannu 3a nprnoske HMETO Ha ANBAHIEP NTPH MAIMEHTH ¢ TEKKO

4YepHOAPOOHO YBpeRIane.

Hagun Ha nippaoxkenue
Amsaliep TpAGsa Aa ce MpHeMa NSPOPATHC BeHep NPEAH IATaHe,

43 IlpoTHBONOKA3ABES

AmmaHuep € DpPOTHBOMOKA3aH NPH DAUMEHTH CBC CBPHLXYYRCTBHTENHOCT KbM AKTHBHOTO BELUECTBO,
NHNEPHAMHOBH NPOH3BOIHY MK KM HAKOE OT IIOMOLIHHTE BEUIECTBA, H3GpoeHH B Touka 6.1.

44 ChnennanBa npelynpexicHnd H OpeANa3HN MePKH OpH yOoTpeba

He e H3cresado npuwiokeHHETO sia AJ3aHLEP NPH NAIMEHTH ¢ TEXKKA IEMeHIHA Ha AnixaiMep, ApYTH BUAOBE
JIEMEHIHS KM JpYrd BMAOBE MaMETORM PasCTPONCTBA (Hallp. BB3PACTOBO HapyluasaHe Ha KOTHHTHBHHTE
YHKIIWH).

Anecmesus: kato XONMHeCTEpAa3eH MHXMOMTOpP ¢ BEPOATHO Au3aHuep [Aa [OTEHUHpa e€QeKTa Ha
CYKLHHWIXONIMHOBHTE MHOPEAAKCAHTH NO BPEME Ha AHECTE3HA.

Copdeyno-cvoosu 3abonseanui: [opand GapMakoIOrBUHOTO CH ACHCTBHE XONMHECTEPA3HKTE HHXHOHTOPH
MOraT ha WMaT BalOTOHHYEH e(eKT BEPXy ChpaedHara uecrota (Hanp. Gpagmkapnus). BeposTHocTTa 33
BB3HMKBAaHe Ha TaKbB eeKT MOXKeE Aa ¢ oco0eHO BAXKHA TPH NAUMEHTH ChC ,CHHAPOM Ha OONHHMA CHHYCOB
BB3eJ WIH APYTH CYNpPaBeHTPHKYIAPHH HAPYIIEHH B NPOBOQHATA CHCTEMA HA CHPLETO KAaTO CHHOATpHANICH
WIN aTPHOBCHTPUKYAaTopeH Onok. JIOKIaABaHK ca CTydad Ha CHHKON FUTH MpUnagseli. Ilpy Hicnensane Ha
TAKVBA MALMEHTH TPIOBA A ¢ OTYMTA BEIMOXKHOCTTA OT BH3HHKBERE Ha ChpAeHeH 610K B ABIrH CHHYCOBM
Nay3u.

Cmomauno-upesnu 3abonssanun: IalMeHTH © MOBHINEH PHCK OT PA3BUTHE HA Y3BH, HAND. TAKMBA C aHAMHe3a
33 g3BeHA GONECT WIM TAKHBA, KOMTO MPHEMAT HECTEPOMAHM NpoTHBoBE3manuTenHH cpenctsa (HCIIBC)
€/AHOBPEMEHHO ¢ An3anuep, TpaOBa a ce MOHHTOPHpAT BHUMaTeNnHo. KIIMHHYHATE NpoyyBanus ¢ AOHENIE3HIIOB
XMAPOXTIOpHA , 0OGade He NOKa3BaT NOBMIIABAHE HA 9ECTOTATA HUTO HA NENTHYHATA g3BeHa Bonect, HUTO Ha
KEPBEHE 0T CTOMANIHO-YpEBHHMA TPAKT B CPaBHEHHE € rutanedo.

Ypozenumammau: Benpexn qe He e HabnoNaBaHO NPH KIMHWYHM NPOYYBaHHA ¢ JOHENE3HIOB XHAPOXJIOPHA ,
XOJIHBOMHMETHLMTE MOTAT ja IPeJM3BHKAT OOCTPYKTHBHY CHMIITOMH OT CTPaHA Ha MMKOYHHA MEXYP.

Heeponozcuvnu 3abomseanus; Ilpwnageim: Cunta ce, ke XOAMHOMHMETHIIMTE MOrat fa NpPHYHHAT
reHepanH3HpaHy MpuianbiM. ITOBHIIEHOTO Mpeapa3noNokeHne KbM IpHOaxbIH o0ade MOKE a € CHMITTOM Ha
Gonecrra na Anixaiimep.

BB3MOKHO € XONMHHOMHMETHIIHTE A2 O0OCTPAT WK N3 HHAYLINTAT eKCTPANHPaMUMIHA CHMITTOMHE,

3noxavecmeen neaponenmumen cunopom (3HC):
3HC e noTeHIMAHO >KHBOTO3ACTPAIABAINO CHCTOAHHE, XAPAKTEPH3HPAWIO Ce ¢ XMMEPTEpPMHA, MYyCKy/Ha
PHIHIHOCT, BEr€TaTHBHA HECTaGWIHOCT, MPOMEHEHO CB3HAHHE M MOBHINEHH HKBA HA CepyMHATA KPCaTHH
bochoknHaza. JOMIHATENHATE NPH3HALH MOXE Ja BETIOYBAT MHOTIOOHHYPHA (paﬁnouuonﬂaa) H OcTpa
OBOpeusia HENOCTATEYHOCT.

Hma crobmenns, qe 3HC ce cpeilta MHOTO paAXo BBE BPE3KA ¢ JOHETIC3W, H M10-KO#
KOMTO NOTYYBAT €JHOBPEMEHHO AHTHIICHXOTHIIM.




Axo DaupeHT pazBue mokasaTenny 3a 3HC npH3naud W CHMIOTOMH HIM aKO HAMa HEOGACHHMO BHCOK2
TeMneparypa 6e3 JOIMLIHATENHH KIHEMYHY npossH Ha 3HC, neqenneto TpaGera aa 6bae cripaHo.

Fenoopobuu saborrearnun: [lopaan XOMAHOMHMETHMHOTO CH AciicTBHE XONHHECTEpasHHTe HHXHOHTOPH Tpsabsa
Aa ce MPeAMHCBAT BHUMATEIIHO IIPH MAIEHTH C aHAMHE3a 32 acTMa M obeTpykTHBHA Genoapobna Gonecr.

[IpunoxenreTo Ha AM3aHUEP SAHOBPEMEHHO ¢ APYTH HHXMOHTOPH Ha ALETHIXOMHHECTEpa3aTa, arOHKCTH HITH
AHTArOHHCTM Ha XONHHEPrH4HaTa CHCTeMa TPAORa fia ce WibArea.

Texcxo vepnodpobuo yepedsicoare: HaMa naHMH 3a NpWIOKEHHWE HA AJ3AHUEP HPH NALHEHTH ¢ TEXKO
4epHOAPOOHO YBpeKAaHE.

CMepmnocm 8 KIUNUSNHUME UINUMBARUA 30 CbO08A JeMeRYUA

Ilporeneny ca 3 XIMHMYHM NpOYYBAHHA ¢ NPOXBIDKHTENHOCT 6 Mecela, MPOYUBAWM HHAMBWAH, KOHMTO
orrosapsT Ha NINDS-AIREN kpuTepanTe 3a BE3MOXKHA WIH BeposTHa chiosa aemenums (CI). NINDS-
AIREN kpHTepHHTE Ca NpeHA3HAYEHH 33 OTpe/eNdHe Ha MALWEHTHTE, IIPH KOMTO AEMEHIHATA H3TIeKa &
IOBIDKM CaMO Ha CHAOBH NPHMYMHM H Ja € M3KMOuYAT nauueHtd ¢ Gonecrra Ha Amuxalimep. B mepsoTO
MPOYYBAHE, NPOLIGHTET HA CMBPTHOCT € Gra 2/198 (1,0%) Ha AoHEne3WIOB XMAPOXNOPHA 5 mg, 2/206 (2,4%)
Ha fonene3wnon xuapoxnopua 10 mg n 7/199 (3,5%) na nnaneto. Bes BTOpOTO Mpoy4saHe, UPOLEHTA HA
cmpprHOcT 6101 4/208 (1,9%) Ha noneneswioB xuapoxnopua 5 mg, 3/215 (1,4%) Ha NoOHENE3UIOB XHAPOXJIOPHLL
10 mg n 1/193 (0,5%) Ba nnaue6o. B TpetoTo npoyvrane, NpoLEHTHT HA CMBPTHOCT € 6un 11/648 (1,7%) Ha
AOHEME3WIOB XHApoxnopra 5 mg u /326 (0%) na nnaueGo. [IpolieHTHT Ha CMBPTHOCT TPHTE NMPOYYBaHHA 32
CIX obeaunenn B rpymnaTa Ha JOHENEWTOR XHAPOxIopnx (1,7%) e GHA 4HCIIEHO NO-BHCOK OT TO3H B IpynarTa
Ha tu1anebo (1,1%), Ta3n paannxa ofade He ¢ CTATHCTMYECKH 3HATMMA, BOMMECTBOTO OT CMBPTHHTE CIIyyYau
TIPH DALMCHTHTE, PUEMAMM JOHENE3WNoB XUAPOXAOPHA HiH wianebo H3rnexza € pe3ynTar oT pasnuiHH
ChA0BC 00YCHOBCHH NPHIMHA, KOHTO GUXa MOMIH Jla C¢ OYAKBaT B Ta3W NOMyHailHa HA JMUA B CTapdecKa
BB3pacT ¢ NOQJIeXal chaoBo 3abonspase. AHaniM3 HA BCHYKH CEPHO3HH H He(aTalHH ¥ (aTajHH CHIOBH
cpOHTHA He e ToKa3al Pa3iiMKa B YeCTOTATa HA HOSBA B FPYNaTa HAa AOHETICIHIOB XHIPOXIOPHA B CPABHEHHE C
mnatle6o.

B ob6obienn npoyuBasns 3a Gonectra Ha Ayxaiimep (n=4146), ¥ npx o0eAuHABAHE HAa TE€3H MPOYYBAHHA 34
Gonecrra Ba AmxaiiMep ¢ APYTH npOy4BaHMA 33 SHMEHIMA, BITIOYHTE/THO NPOYIBaHHA 32 CH0BA AeMEHIMA
(o610 n=6888), NPOUCHTET HA CMBPTHOCT B TPYMHTE HA WIALE60 THCIAECHO € HAJABHINABAN TO3H B IPYTIHTE HA
ACHENICIHIOB XHAPOXIICPHT .

Henonocumocm xom naxmoza
TanmenTH ¢ peakd HACKEACTBEHH NPOGIEMH KaTo ralakTozHa Henonocumoct, LAPP-nakrazen aeuuur wnn
IMOKO30-TAaKTO3HA ManabcopOuus He TpabBa 1a mpHEMAT TOBA ICKAPCTBO.

45 B3ammoneiicTaae ¢ APYTY JeKapCTBEPE NPOAYKTH B APYTH POPME Ha BIaRMOAeHCTRAE

JIOHENE3WIOB XMAPOXIOPHI WK HIKOH OT HeTOBHTe MeTa0ONHTH He HHXHOMpAT MEXAHM3MA HA TEO(HNHH,
BaphapHH, IMMETHIMH WIH AMTOKCHH NPy Xopa. MeTabnonmsMsT Ha JOHENE3WIOB XMPOXJIOPH/L HE C& BIHAE
OT EAHOBPEMEHHO NMpHIOKEHHE Ha JUTOKCHH HIM UMMETHAMH. TIpH MpoyuBaHHA MH BUTPO € YCTAHOBEHO, 1€
H30eH3HMHTE 3A4 M mo-Manka crenel 2D6Ha 1mToxpoM P-450 ywactsar B MeTaGonM3Ma Ha [OHEME3HII.
TipoyusaHus Ha NeXapcTBEHM B3aMMONeHCTBMA, NpOBEJCHH HH BHTPO, Ca MOKA3amH, Y€ KSTOKOHasan H
KBMHUIMH, MHXHOWTOpH pecnekruBHO Ha CYP3A4 u 2D6, wunxubupar MeTabonuiMa Ha LOHEmeswl.
CnemorarenHo Tesn u apyrda CYP3A4 uHXuGUTOpH KAaTo HHTPaKOHA30/ M EPHTPOMHIMH M MHXHOMTOPH Ha
CYP2D6 xaro (ayoxcernn morat aa wHxuOmpar MetabonvaMa Ha JOHeNe3wl. B npoyusanHs Npu 3apaBH
NoOpoBO/IIM KETOKOHA3aM NOBHIIABA CPeAHHTe KOHLUEHTpAUMM Ha JioHeneswn ¢ okono 30%. ExsumHH
HHAYKTOPH KATO pHpaMmimy, KapbaMasenuH H alkoXon MOTaT Aa HAMAIAT KOHLEHTPAIMHTE HA OHENE3M.
ToH KaTO0 CTENCHTa Ha HHXKOHpalie Wik KHAYIHPAHE € HEU3BECTHA, TE3H NEKAPCTBEHA KOMSHHauHH Tpsa6Ba na
¢e MINo3BAT BHMMATENHO. JIOHeNe3IHIOB XHIPOXNOPHA MOXKE A2 B3aHMOACHCTRI S
NEKAPCTBEHH CPEACTRA. ChINECTBYBA MOTEHIUHMAT 33 CHHEPIHYHA AKTHBHOCT NPH e
NEKapcTRa KaTe CYKLHMHWIXOIHMH, APYTH HEPBHO-MYCKY/IHH Grioxepy HIR XOIHHY
610KepH, KOHTO HMAT eheKT BEPXY ChPAEIHATS TPOBOIHMOCT.




4.6 PepTHANTET, OpeMEHBOCT B KLPMEHE

Bpemennocm

Hama poctarsyHO JaHHH 33 ynOTpebara Ha JoHene3w! NpH GpeMeHHH JKeHH.

ExcnepuMeHTATHUTE NPOYYBAHUS [PH XKHBOTHY HE TIOKA3Ba TepaToreHeH eeKT, HO Ca MOKa3a/IH NepH- H
TIOCTHATANIHA TOKCHYHOCT. (BK. ToUKa 5.3. IIpeakTHHUYHH RaHHH 3a 6e301acHoCT).

TToTeHIHATHHAT PHCK NPH XOpa € HEH3BECTEH.,

Anmsanuep He TpabBa aa ¢e M3M0N3Ba MO BpeMe Ha GpeMEeHHOCT, OCBeH B CITyYaif Ha KaTeropHida
Heobxomumoct.

Kvpuene

JoHenesun ce eKCKpeTHpa B KbpMaTa Ha rwrsxoBe. He € H3BecTHO Jand NOHENEe3WIOB XHAPOXIOPHT ¢&
EKCKPETHpa B KbpMaTa IIpH X0pa U He Ca mpoBeAeH: MPOyUBaHHA NPpH KepMayky. CleI0BaTEIHO, XKEHHTE,
KOHTO NPHEMAT JOHENE3WT He TpAGHEa Ja KBPMAT.

4.7 Edexrn pLpxy cnocobnocTTa 32 mogEpane B pabora ¢ MAINHAR

JloHene3un MoBNMABA B Maika OO0 YMEPEHa CTerneH cmocofHOcTTa 3a modHpaHe n paboTa ¢ MalIHHM.
Jemenumata Ha Anixalimep Moxe fa Hapywmu cnocobHocTTa 3a odupane wik 3a paGora ¢ Mamund. OcBeH
TOBA JOHENE3MIT MOXKE JIa NMPeUIBHKA YMOPA, CBETOBBPTEK B MyCKY/THH KPAMITH DIpe/{H BCHYKO B HA4aNoTO Ha
JIEYeHHETO WM TIPH NOBHINABAHE Ha No3aTa. CrnocobHOCTTa Ha nagnenTHTe ¢ AnixatiMep fa modupar unu fa
paboraT ¢ ManmHH TpA6ea na Gbae OLEHABAH PYTHHHO OT JEKYBAIIHA JIeKap.

4.8 Hexxkenann nexapcTiens peAKnHA

Haii-yecTiTe HEXEIaHH JIEKAPCTBCHH PeaKIH Ca AHAPMA, MYCKYJIHH KpaMIl{, YMOpPa, TaicHe, NOBPHIIAHE K
Oe3CHHHE.

OGo0menne HA HEKEIAHATE PEAKIHE

Hexenauyre JICKAPCTBEHH PEaKIMH, ChOOGINABAHA HE CaMO KaTO W30/IHpaHH CiTydaH, ca H30poeHu no-fony no
CHCTEMO-OPTAHHA KIaCH(DHKAITHA H 10 9€CTOTA.

YecToTara o€ ONpenensd KaxTo ceapa; MHOTO decTH (>1/10), yectu (>1/100 po <1/10), neuectn (=1/1 000 no
<1/100), peaxu (=1/10 000 no <1/1 000), mHoro penks (<1/10 000); ¢ HewssecTHa yecTOTA (OT HAIIHUHHTE JAHHH
He MOXe fa Ob/ie HAMPaBeHa OLICHKR).

CucreMo-oprages  |Muoro Yech Hedect PeaKkH Muoro peaxn
Kiac YeCTH (1/100 ao <1/10) |(=1/1 000 no <1/100)  |(1/10 000 go <1/1000) ((<1/10 000)
1/10)
Huderumn n Hactruka
maecTamy
HapymiHus Ha AHOpeKcHA
meTabommsMa 1
XpaHSHETO
Tcuxyaun Xamonusamn**
HapyIIeHHAS Buabyna**
ATpecHBHO
nosefeHue* *
HeoGmaiinu
CHHHINA H
KOIMMapH**
Hapywenus na Cuaxon* Iprmaasua* ExcTpanapaMu 3nokauecTeeH
HEpBHATA CHCTEMA 3amasnoct CAMITTOMH ONUNTHYEH
beachrue }SEHU'HH & ﬁ;\mﬂ
Coprevnn Hapymenns Bpaarkapans




Cromamso-spessd | /IHapus IlosphInane CroManmHo-9peseH
HapyImeHAS lanene AOIOMMHATHH KPYSBOM3AHB
CMYHICHHA CroMamina 4

TyoIeHANHA 7364

Xunepcanypaupa
Xenato-CHiHapHn YeproapoGHH
HapyIeHuA YBpeKAaHHA,

BKTICYHTEIHO XENATHT
*kE

Hapymenns Ha Obpus
KOXaTa H NOAKOXKHATA Crpbex
ThKaH
Hapymenus Ha MyckyIHH Kpamimg Pabrommonusa
MYCKYITHO-CKEJICTHATA i
cucTeMa ¥
CheHHHTENHATA
TbEaH H KOCTHTE
Hapymenua sa HEKOHTHHEHIIUA Ha
Ou0pemre B ypuiaTa
NHKO9HATE TLTHINA
O6Cmy sapymenns 1 \['napeGonue [Ymopa
edeKTH Ha MACTOTO Ha Bonka
TPHIOKEHHETO
Wscnensanan MunRuMaTHO

TOBHIIEHHE HA

CePYMHNTE

KOHIEHTPALIH HA

MycKynHaTa

KpeaTHHKHHAA33
Hapanasanug n 3nomoayka
OTpaBAHHA

* Ilpn m3cneapaHe Ha NallMEHTH CHC CHHKON WK NipHiiaAsuk TpAOBa Ja ¢ MMa NMpEeIBH BE3MOXKHOCTTA 32
ChpAcHeH GNOK WIH BIITH CHHYCOBH nayaH. (Bik. Touka 4.4.).
** YecToTaTa Ha CIIy4auTe C XaMMOIMHALME, HeoOHUaliHA CHBHUIIA, KOLIMAPH, KMTAlMA W arPECHBHO
NI0BEJJCHHE HAMAJIABa C HAMANABAHE HA J034Ta WIH NPH NPEKBCRAHE HA JIEYCHHETO.
*4* B ciyuaii Ha neobacHuMo geproapobHO Hapywenne TpaGea Aa ce 0OMICHIH NPEKBCEake HA JISYEHHETO C

Amsauuep.

*¥*#* Crobmasa ce, de pabIOMHONM3A Ce PA3BHBA HE3ABHCHMO OT 3TI0KAYECTBEHHS HEBPOJIENTHYEH CHHAPOM
H B TACHA BPE3Ka CAC/ 3aN0YBaHe HA JIEYSHHETO C JOHETIE3H) WK ¢ MOBAIABAKE HA J03aTa.

CrobiasaHe Ha IONO3NPAHH HEKEAHH PEAKLIAW
CrofmasasieTo Ha MONO3HPAHH HEMKEIAHH PeaKiH CJeH paspeluaBaHe 32 ynoTpeda Ha 1ekapCTBeHHs
MpOAYKT ¢ BaxHo. ToBa NO3B0JIABA A4 NPOARIKE HAOMIONEHHETO Ha CHOTHOLIEHHETO F0N3a/PHCK 3a
JeKapcTBEeRMs NponyKT. OT MEAHLMECKHTE CTICLMATHCTH Ce H3KCKBa Jla ChoOIIaRaT BCAKA NOJ03MpaHa
HEXEJIHA PeaKIMa AMPEKTHO Ha Mamsnuuenta areHuMs o siekapersara (MAJI):

yi. ,,Jlaman [pyes” Ne 8

Cotus 1303
Ten. +359 2 8903417

en1. noma: bda@bda.bg
yebcaiiT: www.bda.bg

4.9

penozupane

Onpegenexara cpeana JETAHA X033 HA JOHENIEIHIIOB XHAPOXJIOPHA Cl1e/k PHIoKEHife 5

Jl03a TIPH MHUINKH | TWTBX0Be € 45 1 32 mg/kg, peCeKTHRHO, HIIH NPROIH3HTEIHO
OT MaKCHMaJlHaTa MNpelopbuMTenda xosa npd xopa or 10 mg aHesso. Jlo3d
XOJIMHEPTHYHA CTHMYNALA ca HaOMmozaBaHH TPH XHROTHH M BKIIOYBAT HaMallely

!




HEBDB3MOIKHOCT 33 M3TIPABAHE, ONIONABALIA C€ NOXOAKA, JAXPHMALMA, KAOHHYHH PUIIANBIH, MOTHCKAHE HA
JHMINAHETO, CATMBAIN, MHO33, (hacLMKyIalidy | MOHIDKABaHE HA MOBBPXHOCTHATA TE/IECHa TeMIIeparypa.
IIpegoznpaneTo ¢ XONMMHECTEPA3HU HHXHOHTOPH MOXKeE A2 IOReE 10 XOMHHEPTHYHA KPH3a, NPOABIBAILA Ce ChC
CHIHO TafieHe, NOBPhlaHe, MOBHIICHA CAaTMBallHd, W3MOTABaHe, OpaaMKapIys, XHNOTOHHSA, NOTHCKaHe HA
RMLIAHETO, KOJANC H KOHBYNCHH. BB3MOKHO € Ja BB3HMKHE M3pa3eHa MycKyNHa cinabocT, KofATo Moxe ja
NOBefie A0 CMBPT NpPH 3aCATAHE HA JHXATSAHATA MycKynatypa. Kakro npH BeexH clydail Ha Ipeaosupaue ce
NpOBEXAAT OGIIH IFOAXBPKAIIH MEPOTIPHATHA. KaTo aHTHAOT MIpH peao3Hpane Ha AnsaHuep Morat aa 6baar
M3NOII3BAHM TEPIMEPHM AHTMXONHHEPIHIM KaTo atponuH. [lpenopsysa ce THTpHpaHe Ha aTpondH cyndar
HHTPABEHORHO A0 NOCTHraHe Ha HeoOXoamMmus edekT: HasanHa mosa o 1,0 ao 2,0 mg LV. ¢ nocnezsaimo
JI03HpaHe CIOpe] KIHHWYHOTO nopnHaBaHe. [IpH enHOBPeMEHHO MPHNCKEHHE HA XOMHHOMHMETHIM C
KBaTEePHCPHH ANTHXOJMHEPTHLH KAaTO FIMKOTHPONAT € HabmozaBaHe aTHMNHYHO MOBJIMABAHE HA KPBBHOTO K
ChpACYHATA 9ecToTa. He € H3BECTHO AR AOHEMEINIOB XHAPOXIIOPH/ W/HIH HETOBHTE METabOIIMTH MOTaT Ja
ce OTCTpAHABAT Ype3 JIHANH3a (XeMOIHATH3a, MEPHTOHEATHA JUATH3A HIH XeMOQIWITPaiHy).

5. ®APMAKOJOIMMHHA CBOHCTBA
5.1 PapmaKkoaaEaMUYHHE CBONCTBA
dapmaxoTepanesTHIHA TPyNa; JeKapeTBa 3a AeMeHlHd, anTuxonunecrepasiu, ATC xon: NO6DAO2

MexanwzsM Ha AelicTBHe
HoHene3nnos XUAPOXIOPHA ¢ chnelupuyeH M 0o0paTHM HMHXUOMTOD Ha AUESTHIXOIMHECTEpa3aTa,

NpeoblafaBamaTa XONMHeCTepasa B MO3bYHATA ThKAH. JIOHETIE3WIOB XUAPOXIOpHA in vitro € 1000 mbTH mo-
MOLIEH HHXHOHTOP HA TO3H CH3KM, OTKONKOTO Ha OYyTHPHIIXONHHECTEPA3aTa, €HIUM, KOHTO € pasnpocTpaHeH
NPEAH BCHYKO H3BBH LIEHTpa/iHaTa HepBHa CHCTEMA.

Jemennud wa AmuxatiMep

Hpn nanmenTn c pemeHMA Ha AnxafiMep, BKIIOYEHW B KIHHMYHH NPOYYBAHMA, MPHIOKEHHETO Ha
NOHETIE3HNOB XMAPOXNOPU BEAHBLEK JHEBHO B fo3a 5 mg awid 10 mg BomM AC paBHOBECHO HHxHOupane,
pecniekTHBHO Ha 63,6% W 77,3% OT aueTHaXonmHecTepasHaTa akTHBHOCT (H3MCpEHa B €pHTPOLHMTHHTE
memOpaHH) npH n3mepBane cnex go3upaue. Mixnbupatero Ha aueTwixonuHectepasata (AXE) B epHTpoLHTHTE
OT JOHENC3WIOB XHAPOXAOPH KOPEHpa BB BHCOKA CTeNeH ¢ npomeHnTe B ADAS-cog, 9yBCTBUTENIHA CKATA,
CKOATO C€ MpOYUBaT OTPeACNEHH ACNEeKTH OT KorsuTHBHHMTE (yHkimW. He e mpoyden noTeHuuansT Ha
JOHENE3KIIOB XHAPOXIOPH/ Na BPOMEHA MPOTHYAHETO Ha MOJIEXKAlld HEBPOTIATONOTHA, 3aTOBA HE MOXKE 1a Ce
CYUHTa, 4e HMa HAKaKbLB e(eKT BBpXY pasBHTHETC Ha 3abonspaHeTo.

E¢uKacHOCTTa Ha I€YEHHETO ¢ AOHETIEIWIOB XHAPOXIOPH] € M3CTEBaHA B YETHPH IUTaLC60-KOHTPOIHpaHH
KITHHMYHH TIPOYUBaHHA, 2 OT KOMTO ca OHIH ¢ NPOJBDKHTENHOCT 6 Mecela B ABE — ¢ MPOMBL/DKHTETHOCT 1
COIMHa,

B 6-MeceqHO KIMHHYHO IIPOYYBAaHE € HalpPaBeH aHaMH3 B KPad HA TEPANMATA ¢ IOHETIe3HIl, KaTO Ca H3NOJI3BAHH
TpH KpHTepHns 3a edukacuocT: ADAS-Cog (Msapka 32 KOTHHTHBHO npeactasane), Clinical Interview Based
Impression of Change with Caregiver Input — CIBIC (BnesaticHue 3a NpOMAHa Ha KIHHUIIMCTA, OCHOBAHO HA
HHTEPEIO M ¢ HHdopMatua ot GolTHOrNeaua — MApka 3a o6moro gyHximonnpane) H Iloackana Ha exXeAHEBHHTE
AefiHocTH Ha KnHHMuHATA OlEHBYHA CKATA 33 JIEMEHIMA (MAPKA 32 BB3MOKHOCTHTE B OOLIECTBOTO, JOMA H
X0OHMTaTa M TpHXKaTa 3a cebe cu).

ITameHTH, KOHTO OTTOBAPAT HA INOCOMEHHMTES MO-A0NY KPHTEPHH, Ce ONpeAeNAT KATO MOBNHABAlIH €€ OT
NCYCHHETO,

INoeanssane = Ilonobpaeane va ADAS-Cog ¢ MHHHMYM 4 TOYKH
Jlunca na snomwasase s CIBIC +
Jiurca Ha Bnoinasade o loackana Ha exeAnesHHTE AeHHOCTH Ha
CKAJTA 34 JeMEHLHS




% INoBmasBane
O6m Gpoit maiwenTn, 3anoudand | IlamWeHTH, KOMTO NOANEKAT Ha
npoyuBaperTo (n=365) orierka (n=352)
ITnauebo 10% 10%
I'pyna, mpreMama noHeneswros | 18%* 18%*
XHAPOXTIOpHA S mg
I'pyna, npuemama joHeneswior | 21%* 22%*%*
xuapoxnopun 10 mg
* p<0,05
** p<(),01

JIOHCIICSH.I] APEAH3BHKBA N038~3aBHCHMO CTATHCTHUYCCKH 3HAYHMO MOBHIIABAHE HA MPOLIEHTA Ha NAIHCHTHTC,
KOHTC €€ ONPEACIAT KATO MOBMHABAIIH C€ OT NCUCHHCTO.

5.2 PapMAKOKHHCTHIHA CBOHCTBA

Abco

MaxkcHmManHHTe Ia3IMEHH KOHIEHTPALMK ¢ AOCTUraT NpudnusuTeNHo 3-4 yaca Clea nepopaiio NpHIOKeHHE,
Tna3sMeHHTe KOHLISHTpAlyH H [UTOWITA NOJ, KPHBATA HApacTBAT NPOTMOPLMOHANIHO Ha No3atd. TepMHHATHHAT
NOJTY>KHBOT ¢ NpUOnm3uTenHo 70 waca; cleNoBATESIHO MHONOKPATHOTO MPHUIOKEHHE HA €HOKPATHH JHEBHH
OO3H BOAH [0 MOCTENEHHO JOCTHTAHE Ha PaBHOBECHM KOHNEHTpalMA. IIpHONM3MTENHO CBCTOAHME HA
PaBHOBECHa KOHLEHTpalHd Ce AOCTHra B paMKHMTe Ha 3 CeJMHIM Clie] 3anmoysase Ha Tepanmara. Cnen
AOCTHT3HE Ha PaBHOBECHO CBCTORHME, [LIa3MEHHTE KOHLICHTPALMH Ha AOHETNIE3WIOB XHPOXIOPHA H CBbp3aHaTa
¢ TAX (apMaKOAMHAMMYHA aKTHBHOCT ITOKA3BaT cllaba BapHAGHIHOCT B TEYCHHE HA ACHA.

Pasnpenenenue
JIOHENE3WIOB XHAPOXIOPHN ce CBBP3Ba MpHONM3MTENHO B 95% C YOBCUIKHTE MJIA3MEHM TPOTEHHH.

CpBp3BaHeTo © MIA3MCHUTE HPOTEHHH HA AKTHBHMA MeTaGoNHMT 6-O-Ae3METH ACHENE3W1 He € M3BECTHO.
PasnpeneneHHeTo Ha IOHETIEIHIOB XHAPOXAOPHA B PATHYHHTE TENECHH THXAHH He € HAITHTHO NpoydeHo. Bee
MaK B MPOYYBAHHA NPH 3APABH JOOPOBONLM MBXKE € YCTAHOBEHO, Ye 240 4. crej MpUIoKEeHWeTO Ha 5 mg
JOHENEe3HNOB XHAPOXIOpK/ , MapkupaH ¢ *C, npubmsutento 28% or mapkepa He € 6Hn ycranopen. ToBa
NpeAnoIara, %€ J0HETIC3WIOR XHAPOXJIOPH/ H/HIH HETOBHTE METabONIWTH MOraT Aa MePCHCTHPAT B TAIOTO 32
nobeye oT 10 1un.

MeraGonnzsm / EnHMHHHpane

JoHeneannoB XHAPOXIOPHA C€ CTHMHHHPA KAKTO Ype3 OTACTHTEIHATA CHCTEMA B HENPOMEHEH BHA, TAKA M 4pes
MeTaGoNu3ApaHe 0T cHCTeMaTa Ha uuToXpoM P-450 po MuoroGpoiiHn MeraGonHTH, HE BCHUKH OT KOHTO ¢a
uneHTHUIMpany. Cliei MPHWIoKEHHe Ha eTHOKPATHA J03a TOHETIC3WIOB XHAPOXIOPHA 5 mg, MapkupaH ¢ C,
IIa3MEHaTa PAIHOAKTHBHOCT, H3pa3eHa KATO OPOLEHT OT NpHIOKeHaTa Hos3a, € Omia npencraseHa Ipead
BCHYKO KATO HEPOMEHEH JOHETIE3WIOB Xxuapoxnopua (30%), 6-O-neamerhn aouenesun (11% - eauHCTBEHHAT
MeTaboHT, KOHTO NPOSRIBA AKTHBHOCT, NpoAoGHa HA Ta3H HA IOHETICSHNIOB XHAPOXJIOPHS ), ZOHETIC3HI -1IHC-
N-okcua (9%), 5-O-nesmerrn noxeneswn (7%) M IIOKOPYHHpaHHS KOHioraT Ha S5-O-Ie3MeTdn noHeneswn
(3%). [puGnsruTenso 57% OT UATOTO KOTHYECTBC PARHOAKTHBEH MApKeD € YCTaHOBeHO B ypHHaTa (17% kaTo
HeTIPOMEHeH A0Hene3mwn) u 14.5% - BbB delieca, KoeTO 1aBa OCHOBaHWE [a ce CYHTa, Hie OuoTpanchopmanusTa
¥ eKCKpelHATa B YPHHATa Ca NBPBHMHY IbTHUIA 3a elHMHHupane. Hama JaHHHM, KOHTO Aa roBOpAT 3a
eHTepOXeNaTa/IHA PELMPKYIAllHs Ha JOHENCIHIOB XHAPOXIOPH WWIH HAKOH 0T HETOBHTE METabOIMTH.

IInasMeHATE KOHLIEHTPAUHH Ha NOHETIE3WI HaMaNaBaT ¢ TUIasMeH NOMyKUBOT oT npubnusutento 70 daca.

Crelpanyy NomyIaliA

Ior u paca
IonsT, pacaTa ¥ TIOTIOHOMYIMEHETO HAMAT KIIMHHYHO 3HAYHM edekT BEpXy Tuiazme
JACHENE3UNIOB XHAPOXIIOPHA .



Hayuenmu 6 cmapyecka ev3pacm

(PapMakoKHHETHKAT Ha JOHCTIE3W He e MPoy4saHa GHPMATHO NpPH 3APABH JOCPOBOIIH B CTAPYECKA BE3PACT
HITY TIPH MAIMSHT] ¢ Amixaiimep, Bee nak cpeanmTe THIA3MEHH KOHICHTPALMH IPH NAIMEHTH CBC CXOIHK BbB
BHCOKA CTETICH C TE3H IIPH 3ApaBH MIIAH J0GPOBONLM.

Yepnodpobua nedocmanreunocm

IIps mauMeHTH ¢ NeKa A0 CPEAHO TeXKA 4YepHOApoOHa HEAOCTATHYHOCT cé HaDbmojaBa MOBHUICHHE HA
PaBHOBECHHTE KOHLIEHTPALMH Ha JOHENE3M1, MopMileHe Ha cpeanata AUC ¢ 48% u nmopHImeHHe Ha cpeAHara
Cunax ¢ 39% (BK. TOuKa 4.2.).

53 HpeAxIHAAYHH AAHHEH 32 (€30NACHOCT

OO6mHpHH NPOYYBAaHHA NMPH SKCNEPHMEHTATHH XMBOTHH Ca YCTAHOBHIIM, Y€ TOBA CheJHHECHHE NPCAM3BHKBA
MATKO epeKTH H3BBH XKElaHHTe (ApMAKOIOrHYHH, KOHTO CBOTBETCTBAT HA HETOBOTO JeHCTBHE KaTo
XONMHEPrHYEH CTHMynaTop. (Bxk. pasaen 4.9. Ilpeposupase). JloHene3un He ¢ HMal MyTareHeH edekT B
TIPOBEAEHHTE TECTOBE 33 MYTALMH ¢ OaKTepHANHH KIETKH M KIeTKH o1 Gosaiinuum. In vitro ca HabmonasakH
HAKOH KIACTOI¢HHH e()eKTH NpH KOHLEHTPAIMH, KOHTO ca OWMHM BHAMMO TOKCHYHH 3& KIETKMTe M ca
Hagxeepaad 3000 meTH pasHOBECHHTE IUIa3MeHH KoHIeHTpaltmH. [IpH in vive m3non3sase HA MUKPOHYKII€apeH
MOJIe/l MpH MHILKH He Ca HaOMOJaBAHM KIACTOEHHH MIM APYrH reHoTokcwdum edexrtd. Hama nanau 3a
OHKOTeHeH NOTeHIMaN NPH ALITOCPOUHH NPOYYBAHUA BHPXY KaHLEPOTEHHOCTTa KaKTO MPH NTLX0BE, Taka H
ITPH MHIIKH.

Jloneneaunos XMAPOXAOPH], He ¢ UM eeKT BEPXY hepTHINTETA Ha IUTEXOBE H HE € OHII TepaToreHeH mpH
IIBX0Be WIH 3aiiy, HO € WMan cnal edexkT BLPXY MLPTBOpAKIAHMATA W PaHHTA NPSKUBAEMOCT HA
HOBOPOAEHHTE NMpH GpeMEHHM TUTEXO0BE B 103a 50 NbTH, HAAXBHPIALIA R03aTa, IPHIAraHa fmpe Xopa (BXK. Touka
4.6.).

6. PAPMAINEBTHYHH AAHHH
6.1 CnHCcHEK A DOMOIMHHETE BellleCTBA

Hopo na mabnemxama

JlakTo3a MOHOXHApAT

apeBiHO HHIMECTe

Jlakro3a (MonudHLMpana)
XHMApOKCHNPOIHI Lienyno3a
Miukpoxpuctansa neaynoza PH 102
Marsxesnes cTeapar

Ob6eusxa na mabremrama
Turanos auokeug (E171)
XHAPOKCHIPOIIMA METHILIETYNO03a
Hommermnen rnuxon 400
IMomicopbar 80 (E433)

6.2 HecsBMeCTHMOCTH
Henpunoxamo

6.3 Cpok Ha rognocT

2 rogueM

6.4 CnenBaJjiHH yC/IOBHE HA ChIpAHEHHE

Jla ce cexpansBa Ha MACTO, HEAOCTHITHO 33 JELa.
Jla ce chXpandBa B OPHTHHAJIHATA ONAKOBKA.




Ja ce cxxpanasa nox 25°C.

6.5 Baa B cLALPAAAAE AA ONAKOBKATA

Hpospaysn PVC/PE/PVDC GiucTeps, NOKPUTH ¢ aTyMHHHEBO (DOJTHO.

EnuH 6aucrep cpabpixa 14 Gpost gunmupanu tabnetkn.

Pasmep Ha onaxopkata: 28 6pos ¢rimupany Tabnericn (1 onakoeka/ 2 GaucTepa).
He Bcruku BuioBe ONAKOBKH MOTAT fa GBAAT MyCHATH B mpogaxsa.

6.6 Coenmannn npeAnasHu MEPXH UPH HIXBLPASHE

Hsma cnewmantm M3HCKBAHHS 33 H3XBBPIAHE.

Hemznonsganusar JCKApCTBEH NMPOAYKT HIAH OTHNAZBYHHTE MATEPHANH OT HEro Tpxﬁna Ja C¢ H3XBBHPIIAT B
CBROTBCTCTBHE C MECTHHTE H3UCKBAHMA,

7. IIPHTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEFA
HOBEJ ®APMA EOOJ

ya. ,,Oxonoepbered ot Ne 36

Codna 1415, Brarapus

8. HOMEP(A) HA PASPENIEHHUETO 3A YIIOTPEBA
Per.Ne

9. JATA HA IOBPBO PA3PENIABAHEMO/JHOBSABAHE HA PA3PEHNIEHHETO 3A
¥IIOTPEBA

Jara Ha mepBO paspelnasane:
10.  JATA HA AKTYAJIM3APAHE HA TEKCTA
11/2021
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